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WIRARBL S 0 IR « 13 RYE I %+ 5 DL-8280 m ERIRATR

MRFTECK « iR 08T] « SILINE « NI - BRE[HE— « R)I—B
D00 MK RS O R AR
(EfE : NI —B%ie)

WRBEHUR ORI - MASMYuEC DL-8280 #2 (50 mg, 100mg) 2 MEN#FE L, #5&knE 150~
450mg ¥ 1 A 318 (AR, 3~7 HNT, 83.3% OAHEEBX,

HARH AR, MMEMMERIEZE 12 TRk B 11 5, F2 1 AITHZEIE 100%, MiEHKkE
RGBSR 21 FITIXN 211 B, HEH6 0, H2 5P OHHRIZT6.2%Th o, 1z, HEBRYE3
FICRHEL LM, B M, 81 THAYMRIZI66.7% Thol,

MBSO RIR I 42 Bk, THA 3T Bk (88.1%), FMS Bk ThH o,

HIER Ci2 1 PIICERE DB/ A O DA T, €O TR B MMAICHSRE B Shizhok,

DL-8280 i3S —BUEBKX U CHEMB IV V7 2R
BROTXH O REMIMEHA (Fig. 1) ¢, ENHE 5 i35
0 Nalidixic acid (NA), Piromidic acid (PA), Pipemidic
acid (PPA) DWRTh -7 5 LIBERICH L TH B H
FrRL, 77 LRMEEICLEBE REAR7 b LLREHE
AL, SHICHRMERICN LT HaiilAassn bh a0
Zimb, REBRBENLL 6T EBRIEIC LR W &
hTha,

ZOrY, bivbh it REBBIKORN « EBRIEE (- 8
5 LTHREDRB IURIER RN EB/N T, O
R WL+ 5,

Fig. 1 Chemical structure of DL-8280
0

F COOH
(N N

HsC’N\) o\/j\cm

I. #EXMRE/ERE

MBRIFEMSTEI AL LWMSTE T B L ToMICH
B KRN MRB RERN, R X UYRBERbLE
REBFHL R EZR LI REE - HERBYESRSE 36 4] T,
RBONRITEMERMIEREHR 12 5], 2% B Xt B4
B RBEBYLAE 21 5 (RFBER 12 B, WEW 5 6 B,
HISZARGRA 3 4D, DIERISAR 24, 1BMEATIM R 1
Hehs,

HBIX BT 14 B, &F 22 B TERIT 16 3R 5 80 3

(P51 £TTHB,

BEFEII AR I 1282 H] L L T 50mg
¥7iX 100mg # 1 A 3[E (FBR%), 3 A, B
M RBBAAEZIX100mg ¥7cix 150mg # 1 B 3[EH,

5AM, tIBMUUEICIX 150mg ¥ 1 H 3[E, 7RME
L,

BEERZD R A E I RIEBYAEX UT! EHIELE O
ZRROY IR, MRREE RS, KPhamk §
WEROHB L YV HEL I,

IL & #

1) EEBRALBK

£t B ptitEREREAR (Table 1, Table 5)

12, ¥ 11, HH 1 I CHZE 12 10% T b

R MIT Escherichia coli 9 #l, Streptococcus faecalis
2, Klebsiella pneumonice 1T, F<THERHEILL
.

BN R BLE (Table 2, Table 6)

21 i, ¥ 1140, HH5H, EH5ATHRRR
76.2% Tdh -7z,

B CIEBAI 12 5, 79, FH2H,
W 3 51 5%, BERRT6HA S, FH3M A%
31T 100%, BISTRRAEAEEN S ORISR 13 3% O
5, ¥4, EHepThok,

33 YuiE (Table 3)

AEYHMERRARE 2005 b, EH1H, 81
#l, BAERTSIRA D 1 FIRES TH o,

Sk, BEHELRIE T 5 &, 365, FHBH
(63.9%), H%7H (19.4%), %% 6 % (16.7%) TH
Zh#k it 83.3% T o e (Table 4),

o Fic, BB RERYE 21 fliicoVT UTIR
BRBROESRE 5 L BBBRH Qi
70.6%, BABREE (4F) 11100% 0F R ERT
(Table 7),
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Table 3 Clinical summary of urogenital disease patients
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\

2) fEMEATHR

RISIBHE (33 1) 126 HMS I 388, 55y
#(89.5%), TFE 4 Bk Th > e MMH TRt Excherichiy
coli D13 BRI T2TIMSK, Streptococcus faecalis 5%
P, 4Bk (80%) MK L, Kiebsiells preumoniae 05
HOIE 39K (B0%) ICiM&k ST, EOMTI, Mion.
occus sp. D 1EKASTEML 2L, Proteus sp., Peeudom.
onas 8p., Serratia marcescens, Enteyobactey 8p., Alcal.
igenes fascalis, Staphylococcus aureus D% I~4 ¥z
wWh bk Lt (Table 8),

¥/, BBYED S D 4 8 Ti2 Pseudomonas putida
2EkD 5 b 1%k ik L, Escherichia coli, Proteys
mirabilis D% 1 bWk LT,

3) HiER

BIERIZ 1 IR 4 e, BECAKNORE
ikt az bidehol,

E7, i, B, RIBMLICOWTIR 7 HICRE L BLE,
2HICAR OB LEZ OGNS BREMI A bhbok
(Table 9),

Im. £ &

DL-8280 n¥MMOV ¢ HORTCRFTR STV 3
NA, PA, PPA 2R L ShTWie /7 ABHREICET
HE ARy b FaBEkEnZ LTHBEY,

Liedi=aT, 75 ABEREIEEETHIRERA
DB DR HF, 7T A RHEERE 5 RER LB
VRS S BBYEI LEERH DY, BRER
DERBRIE I T 3 RREB+IHFEI S,

S REPEREDES o 12 it 1 B 150~300mg 34
B 5Lk, BRERTTHEL, 55 Sirp-
tococcus faecalis M 2 WA Th Tz LRAK 0K
rEMAIB LD ThHok,

EBRERBBLED 21 fIcix 1 B 300~450mg (3
S 5L, BEOBRICIAKSEAR THIE
b, TExBREFHF—FAFHABMAICL LB, EHU
W, H%s H, EH5HT6.2% OBVARHRE B
nTEY, Lib, 52.4% L HBHnEHR L, 77
— 7 VERER 3 W, BHRS 2 fBH T LEEL
b T, AFOLIEOR S ) »pEbh,

MESERYE b b 3 01 T B o S, BKERRA
(Escherichia coli, Protexs mirabilis) BT LED
ERL, THRERTREFERTHo .

WA, RESBYET 12 385k, 345K (892
%) 2%k L, EAERITIt Escherichia coli 135X T
%L, MIC fib 0.39 ug/ml ST ThHol, VT
Streptococcus faecalis ¥% 5 ¥, 4HBHEL, MIC
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Table 4 Clinical result of DL-8280
. . No. of Effective
Diagnosis patients Excellent | Moderate Poor rate (%)
Acute uncomplicated cystitis 12 11 1 100.0
Chronic complicated UTI 21 11 5 5 76.2
Urogenital infection 3 1 1 1 66.7
Total 36 23 7 6 83.3
(63.9%) | (19.4%) | (16.7%)
Table 5 Overall clinical efficacy in acute uncomplicated cystitis
Symptom Resolved Improved Persisted Effect on
Pyuria Cleared | Decreased | Unchanged | Cleared | Decreased | Unchanged | Cleared | Decreased | Unchanged bacteriuria
Eliminated II‘ 1 12 (100%)
Bacteriuri Decreased
cteriuria (Replaced)
Unchanged
Effect on pain on micturition 12 (100%) (] (] .
Patient total
12
Effect on pyuria 12 (100%)
D Excellent 11 (91.7%)
Moderate 1 Overall effectiveness rate
i 12/12 (100%)
Poor
including Failure) o

Table 6 Overall clinical efficacy in complicated UTI

Pyuria Efi
y Cleared Decreased Unchanged fect‘on'
Bacteriuria bacteriuria
S T I s 1.0
Decreased
Replaced 1 1 2 (9.5%)
Unchanged 4 4 (19.1%)
Effect on pyuria | 12 (57.19) | 4 (19.1%) | 5 (23.8%) | Fatiept total
@ Excellent 11(52.4%)
:] Mod 5 Overall effectiveness rate
oderate 16/21 (76.2%)
D Poor(including Failure) | 5
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Table 7 Overall clinical efficacy classified by the type of infection
No. of (Shared Overa]l
Group patients ( rate ) Excellent Moderate Poor effectiveness
rate
1st grou s
(Cat eterl" indwelt) 2 ( 9.5%) 1 50.0%
2nd group .
(Post prostatectomy) 3 (14.3%) 1 2 33.3%
Monomicrobial 3rd gro 5 (23.8%) 2
infection (Upper GTI) ¢ % 100.0%
R 4th grou .
(Lower UTID) 7 (33.2%) 5 2 11.4%
Sub total 17 (80.9%) 8 5 70.6%
5th 0
(Cat! eter indwelt) 1(4.8%) 100.0%
Polymicrobial 6th gro 0
infection (Cat et‘ir not indwelt) 3 (14.3%) 3 100.0%
Sub total 4 (19.1%) 3 100.0%
Total 21 (100 %) 1 5 76.2%

Table 8 Bacteriological response

Organism Eradicated Persisted
S.aureus 1 0
S.faecalis 4 ( 80%) 1
Micrococcus 0 1
E.coli 13 (100%) 0
P.morganii 1 0
P.mirabilis 2 0
K.pneumoniae 3 ( 60%) 2
E.cloacae 1 0
S.marcescens 2 0
P.maltophilia 2 0
P.cepacia 1 0
P.putida 1 0
P.fluorescens 1 0
A.faecalis 2 0

Total 34 ( 89.5%) 4

1% 1.56 ug/ml AT Ch o1,

£ZT,

Ay —ZX DR K ¥ 2%+ 5 DL-8280,

Norfloxacin (NFLX), PPA o MIC #i#% H#+5 L,

DL-8280 iX PPAX YV iZ 50> Tk H, NFLX XV
b HEERERR A D2 {, MIC 25 pg/ml (10°/ml) SLED
Bix, b1 h 48k (Klebsiella pneumoniae 2 ¥, Serratia
maycescens 1¥k, Micrococeus sp. 1¥) ThY, DL-
8280 DIEEVVR 7 b T4 L, EhiHENBEESH

7 (Table 10),

BiER TG, 36 M, 1MICEEOESY A6 ik
e+ ¥4, coRoRERICALRS, HEV, 2bD
%, 72X ohREOBWERIL 1 b2 <, DL-8280 O
RERFURICIIT 5 H%ME L LotEs A ER S

LEXB,

EEXM

D % 0ERRLEREFATAKLNRE, Ty H

<17 ., DL-8280, 1982

2) Saro, K.; Y. MaTsuura, M. Inoug, T. Ung, Y
OsapA, H. OcawA & S. Mirsusasi:: In mm
and in vivo activity of DL-8280, a new oxazine
derivative. Antimicr. Agents & Chemoth. 22

548~553, 1982

3) UTI B2 @ UTI (R &) KAFEEN,

Chemotherapy 28 : 321~341, 1980
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Table 10 Distribution of susceptibilities of clinical isolates to DL-8280, NFLX,
PPA and NA in this study

Inoculum MIC (ug/ml)
Drug size
(/m) | =0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >10p
10° | 6 4 2 3 2 2 1 2 3 1
DL-8280
10° 5 4 2 2 1 2 4 1 1 4 1
10¢ 5 3 1 2 4 3 3 PR
NFLX
10* 2 5 2 2 3 1 3 4 1 4
10° 1 6 4. 2 1 4 2 7
PPA
10* 1 4 4 2 2 5 9

CLINICAL EFFICACY OF DL-8280 ON
URINARY TRACT INFECTION AND UROGENITAL INFECTION

Nosuo FujmMura, Kenj1 Yuasa, HirooM: KaNAYAMA,
KuniHirRo OGurA, YouicH! AWAGA and Kazuo KUROKAWA
Department of Urology, School of Medicine, The University of Tokushima
(Director : Prof. KAZUO KUROKAWA)

DL-8280 was administered to 36 out-patients with urinary tract and urogenital infection
at the deparment of urology in Tokushima University and the another relevant hospital.

DL-8280 was given orally in daily dose of 150~ 450 mg for 3~7 days.

The clinical effect was excellent in 23 cases (63.9%), moderate in 7 cases (19.4%) and
poor in 6 cases (16.7%), and the effectiveness rate was 83.3%.

Of 12 cases with acute uncomplicated cystitis, the effectiveness rate was 100%, of 21 cases
with chronic complicated urinary tract infection, it was 76.2% and of 3 cases with urogenital
infection, it was 66.7%.

As bacteriological effects, isolates were eradicated in 37 strains (88.1%) and persisted in
5 strains out of 42 strains.

As for side effect, vomiting was observed in one case.



